Background: Chromogranin-A (CHGA), alternatively activated macrophages (M2), and intestinal epithelial cells (IECs) play a significant role during the progression of inflammatory bowel disease (IBD) with M2 being able to regulate IECs. Previously, we demonstrated that chromofungin and catestatin, CHGA-derived peptides, regulate epithelial cell dynamics to improve intestinal inflammation through direct effects on thigh junction (TJ) protein and human colonic epithelial cells (Caco2) . Surprisingly, in an experimental model of colitis, the lack of CHGA improves colonic inflammation via an upregulation of M2 markers, and, in active UC biopsies M2 markers were decreased and CHGA mRNA expression correlated negatively with them. Aims: Here, we investigated the interplay between the lack of CHGA, M2, and IECs in colitis. Methods: mRNA expression of CHGA, TJ proteins (Claudin-1 [CLDN1], zonula occludens-1 [ZO1], occludin [OCLN]), epithelial associated cytokines (IL8, IL18), and collagen (COL1A2) were determined in human colonic tissues and correlation were assessed with CHGA. Acute colitis (5 % DSS, 5 days) was induced in Chga-C57BL/6-deficient (Chga -/-) and wild-type (Chga +/+ )mice. Disease activity index (DAI), collagen deposition, colonic TJ proteins, Il-18, Col1a1were determined. Naïve Chga -/-and Chga +/+ peritoneal macrophages were isolated and exposed for 6 h to IL-4/IL-13 (20 ng/ml) to promote an M2 profile. Caco-2 epithelial cells were cultured with Chga -/-and Chga +/+ M2-conditioned medium for 24 h then exposed to 5% DSS for an additional 24 h. Functional properties including proliferation, viability, wound healing were assessed. Results: Compared to healthy individuals, active UC patients demonstrated an increase of CHGA, IL8, IL18, and COL1A2, associated with a decrease of TJ proteins (CLDN1, ZO-1 OCLN). CHGA correlated positively with IL8, IL18, and COL1A2 and negatively with TJ proteins. Deletion of Chga reduced the severity of colitis, colonic collagen deposition, and colonic IL-18, but maintained colonic TJ proteins. We confirmed that M2 
